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DOCKET NO.: AM100978/WYNC-0774 PATENT 

Application No.: 10/718,461 

Office Action Dated: August 13, 2004 

This listing of claims will replace all prior versions, and listings, of claims in the application. 
Listing of Claims: 

I . (original) A compound of formulae (I) or (II) having the structure 




(II) 



wherein 

R,, R 2 , R 3 , R», R7, Rs, R 9 , Rio, R.i, R12, R.4, and R 15 are each, independently, hydrogen, R, 7 , 
monofluoroalkyl, monofluoroalkenyl, aryl-R| 6 -, heteroaryl-Ri 6 -, hydroxyalkyl, 
HO-R.6-, Rn-X-R.6-, HS-R.6-, Rn-S(O)-, R, 7 -S(0) 2 -, R,rS0 3 -, R I7 -S(0) 2 NR-, 
-N(R) 2 , -NR-C(NH 2 )=NR, cyano, nitro, halogen, -OR, -SR, -SO3R, -S(0) 2 N(R) 2 , 
-C(0)R, -C(R)=N-OR, -C(NH 2 )=NR, -C0 2 R, -OC(0)R, or -C(0)N(R) 2 ; or are taken 
together with either V» or R H linked with an -alkylene-, or -X-alkylene- group; 

R 5 is hydrogen, Rp, monofluoroalkyl, monofluoroalkenyl, aryl-Ri 6 - heteroaryl-R 16 -, , 
hydroxyalkyl, HO-R )6 -, Ri 7 -X-R, 6 -, HS-R, 6 -, -CR(0), -CO z R, or -C(0)N(R) 2 ; or R 5 
may be taken together with either R« or R 7 and linked with an -alkylene- or 
-X-alkylene- group; 

R6 is hydrogen, R J7 , monofluoroalkyl, monofluoroalkenyl, aryl-Ri 6 -, heteroaryl-Ri 6 -, 
hydroxyalkyl, HO-R 16 -, RirX-R*-, HS-R 16 -, -CR(0) > -C0 2 R, or -C(0)N(R) 2 ; or R 6 
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may be taken together with either R5 or R 7 and linked with an -aikylene- or 
-X-alkylene- group; 

R13 is R, Ri7-X-R J6 -, RirS(0)-, R, 7 -S(0) 2 -, -SO3R, -S(0) 2 N(R) 2 , or D-glucuronidate; 

Ri6 is -alkylene-, -cycloaikylene-, -alkylene-X- alkylene-, -alkylene-X-cycloalkylene-, 
-cycloalkylene-X-alkylene-, or -cycloalkylene-X-cycloalkylene-; 

Rn is alkyl, aryl, heteroaryl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, alkenyl-X-alkylene-, 
cycloalkenyl-X-alkylene-, or perfluoroalkyl; 

R is, independently, hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, 
monofluoroalkyl, perfluoroalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, 
hydroxy-(C2-C6>alkyl, alkoxyalkyl, alkylthioalkyl, formyl, acyl, alkoxycarbonyl, 
-C(0)NH 2 , afleylaminocarbonyl, dialkylaminocarbonyl, alkylaminoalkyl, or 
dialkylaminoalkyl; or when an atom contains two R groups, the R groups may be 
taken together linked with an -alkylene- group; 

X is O, -NR-, ~S(0) m -, -C(0>, -OC(O)-, -C(0)0-, -NRC(O)-, or -C(0)NR-; 

m is 0, 1 , or 2; 

p is 2, 3, 6, 7, 8, 9, 12, 13, or 14; 

R21, R23, R24, R27, R28, R29, R30, R31, R33, R34, and R 35 are, independently, hydrogen, R, 7> 
monofluoroalkyl, monofluoroalkenyl, aryl-R l6 -, heteroaryl-R^-, hydroxyalkyl, 
HO-Ri 6 -, Ri7-Y-R, 6 -, HS-R I6 -, R, 7 -S(0)-, Rn-S(0) 2 -, R17-SO3-, R, 7 -S(0) 2 NR-, 
-N(R) 2 , -NR-C(NH 2 )=NR, cyano, nitro, halogen, -OR, -SR, -SO3R, -S(0) 2 N(R) 2 , 
-C(0)R, -C(R)=N-OR, -C(NH 2 )=NR, -C0 2 R, -OC(0)R, or -C(0)N(R) 2 ; or are taken 
together with either R^j or R^., linked with an -alkylene-, or -Y-alkylene- group; 

R 25 is hydrogen, R l7 , monofluoroalkyl, monofluoroalkenyl, aryl-R 16 *, heteroaryl-R^-, 
hydroxyalkyl, HO-R 16 -, R n -Y-Ri 6 -, HS-Ri 6 -, -CR(O), -C0 2 R, or -C(0)N(R) 2 ; or R^ 
may be taken together with either R 26 or R 27 and linked with an -alkylene- or 
-Y-alkylene- group; 

R 2 6 is hydrogen, Rn, monofluoroalkyl, monofluoroalkenyl, aryl-Ri6-, heteroaryl-Ri6-, 
hydroxyalkyl, HO-R, 6 -, Rn-Y-R 16 -, HS-Ri 6 -, -CR(0), -C0 2 R, or -C(0)N(R) 2 ; or R 26 
may be taken together with either R 2 5 or R 27 and linked with an -alkylene- or 
-Y-alkylene- group; 

R3 2 is R, R 17 -Y-R 16 -, Rn-S(O)-, R 17 -S(0) 2 -, -S0 3 R, ~S(0) 2 N(R) 2 , or D-glucuronidate; 
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Y is O, -NR-, -S(0) n -, -C(O)-, -OC(0)-, -C(0)0-, -NRC(O)-, or -C(0)NR-; 
nis 0, l,or 2; 

q is 22, 23, 26, 27, 28, 29, 32, 33, or 34; 

or a pharmaceutical^ acceptable salt thereof. 

2. (original) The compound according to claim 1, wherein the compound is of formula 
(I) or a pharmaceutical acceptable salt thereof 

3. (original) The compound according to claim 2, wherein R, 3 is hydrogen, or a 
pharmaceutical^ acceptable salt thereof 

4. (original) The compound according to claim 3, wherein 

Ri, R 2 , R3, R4, R 7 , Rs, R* Rio, Ru, Ri* Rm, and R 15 are each, independently, hydrogen, R n , 

aryl-R 16 _, Rn-X-Rw. hydroxyalkyl, HO-R 16 -, halogen, -OR, -COR, or -C0 2 R; 
R and R, are each, independently, hydrogen or R 17 ; 

5 6 

R 16 is -alkylenes 

R 17 is alkyl, aryl, heteroaryl, or perfluoroalkyl; 

R is hydrogen or alkyl; or a pharmaceutical^ acceptable salt thereof. 



5. (original) The compound according to claim 1 , wherein the compound is of formula 
(II) or a pharmaceutical acceptable salt thereof 

6. (original) The compound according to claim 5, wherein R3 2 is hydrogen, or a 
pharmaceutical^ acceptable salt thereof 

7. (original) The compound according to claim 6, wherein 

R21, R22, R23, R 2 4, R27, R*. R29, R30, R 3 i, R33, R34, and R35 are each, independently, hydrogen, 
R J? , aryl-R 16 ., Rit-Y-Rw-, hydroxyalkyl, HO-R l6 -, halogen, -OR, -COR, or -C0 2 R, 
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R25 and R26 are each, independently, hydrogen or R l7 ; 
R l6 is -alkylene-; 

R 17 is alkyl, aryl, heteroaryl, or perfluoroalkyl; 

R is hydrogen or alkyl; or a pharmaceutically acceptable salt thereof 



8. (currently amended) The compound according to claim 1, which is 

a) 4-[(6-methylphenanthridin-5(6/0-yO s ^ fon yUP henol i 

b) 4- {[(5)-6-methylphenanthridin-5(6/0-yl]sulfonyl} phenol; 

e) 4-{[(/?)-6-methylphenanthridin-5(6H)-yl]sulfonyl}phenol; 

d) 4-[(2-bromo-6-methylphenanthridin-5(6//)-yl)suIfonyl]phenol; 

2-methyl-4-[(6-methylphenanthridin-5(6/0-yO su lf° n yUph eno H 

$ 4^(2-bromo-6-methylphenanthridin-5(^^ 

g) 4-[(6-butylphenanthridin-5(6/0-yl)sulfonyl]phenol; 

fe) 4-[(2-bromo-6-butylphenanthridin-5(6/0-y0 su lf on yyph OTO l; 

i) 4-[(6-phenylphenanthridin-5(6//)-yi)sulfonyI]phenol; 

j) 4- {[(5)-6-phenylphenanthridin-5(6/0-yl]sulfonyl }phenoI; 

k) 4- {[(7?)-6-phenylphenanthridin-5(6/0-yl]sulfonyl}phenol; 

1) 4-[(2-bromo-6-phenylphenanthridin-5(6^0-yl)sulfonyl]phenol; 

m) 2-bromo-4-[(2-bromo^-phenylphenanthridin-5(6/f)-yl)sulfonyl]phenol; 

») 4-[(6-/er/-butylphenanthridin-5(6^)-yl)sulfonyl]phenol; 

€>) 4-{[(/0-6-terNbutylphenanthri^ 

p) 4-{[(5)-6-rerz-butylphenanthridin-5(6f/)-yl]sulfonyl}phenol; 

44(2-bromo-6-/err-butylphenanthridin-5(6/0-yO s ^f° n ynph OTo1 ; 

f) 4-[(6-ethylphenanthridin-5(6/0-yl)sulfonyl]phenol; 

s) 4>[(2-bromo-6-ethylphenanthridin-5(6/0-yO sulfon y 1 ]P heno1 ; 

t) 4-[(6-ethylphenanthridin-5(6//)-yl)sulfonyl]-2-methylphenol; 

4-[(2-bn>mo-6^thylphenanthridin-5(6/^-yl)sulfonyl]-2-methylphenol; 

v) 4-{[(5*)-6-[(/?*)-l-methylpropyl]phenanthridin"5(6i/)-yl]s 

w) 4-[(6-methylphenanthridin-5(6/f)-yl)sulfonyl]benzene- 1 ,2-diol; 



PATENT 
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x) 2-hydroxy-5-[(6-methylphenanthridin-5(6«)-yl)svilfonyl]benzoic acid; 

y) ethyl 2-ethoxy-5-[(6-methylphenanthridin-5(6/f)-yl)sulfonyl]ben2oate; 

e) 2-(hydroxyrnethylH-[(6-methylphenanthridin-5(6/0-yl)sulfon^^ 

aa) 2-hydroxy-5-t(6-methylphenanthridin-5(6/f)-yl)sulfonyl]benzaldehyde; 

fefe) 4-[(6-ethyl-2-thienO-ylphenanthridin-5(6/f)-yI)sulfonyl]phenol; 

ee) 4-{[6^thyl-2-(3-methoxyphenyl)phenamthridin-5(6/0-yl]sulfonyl}phenol; 

dd) 3-{6-ethyl-5-[(4-hydroxyphenyl)sulfonyl^ 

ee) 4-[(2-dibenzo[Mfaan-4-yl-6-ethylphen^ 

S) 4-[(8.fluoro-6-methylphenanthridin-5(6/^)-yl)sulfonyl]phenol; 

gg) 4- {[(^-8-fluoto-6-methylphenanthridm-5(6/0-yl]sulfonyl}phenol; 

hfe) 4-{l(^)-8-fluoro-6-methylphenanthridin-5(6H)-yl]sulfonyl>phenol; 

«) 4-[(8-nuoro^-methylphenanthridin-5(6/f)-yl)sulfonyl]-2-methylphenol; 

jj) S4(4-hydroxyphenyl)sulfonyl}-6-methyl-5,6-dihydrophenanthridin-9-ol; 

kfc) 5.[(4-hydroxy-3-methylphenyl)sulfonyl]-6-methyl-5,6-dihydrophenanthridin-9-ol; 

«) 5.[(4-hydroxyO-methylphenyl)sulfonyl]^-methyl-5,6^ihydrophenanthridin-7-ol; 

«h») 5-[(4-hydroxyphenyl)sulfonyl]-6-methyl-5,6^ihydrophenanthridin-7-ol; 

«) 4-[(6-ethyl-8-nuorophenantbxidin-5(6H)-yl)sulfonyl]phenol; 

ee) 4-[(6-ethyl-8-fluorophenanthridin-5(6i/)-yl)sulfonyl]-2-methylphenol; 

pp) 4-[(6-ethyl-7-methylphenanthridin-5(6«)-yl)sulfonyl]phenol; 

a<i) 4-[(6-ethyl-9-methylphenanthridin-5(6fl)-yl)sulfonyl]phenol; 

h) 4_[(2-bromo-6-ethyl-8-fIuorophenanthridin-5(6/0-yl)sulfonyl]phenol; 

ss) 4-[(2-bromo-8-nuoro-6-methylphenanthjidin-5(6//)-yl)sulfonyl]phenoU 

tt) 2-chloro-4-[(6-ethyl-8-fluorophenanthridin-5(6/0-y 1 )sulfonyl]phenol; 

au) 4-[(6-ethyl-8-fluoro-2-phenylphenanthridin-5(6/y)-yl)sulfonyl]phcnol; 

w) 3-[(8-fluoro-6-methylphenantbridin-5(6/0-yl)sulfonyl]phenol; 

2-fluoro-4-[(8-fluoro-6-methylphenanthridin-5(6/y)-yl)sulfonyl]phenol; 

xx) 4-[(8-nuoro-6-methylphenanuiridin-5(6^0-yl)sulfonyl]benzene-l,2-diol; 

yy) 4-[(6-ethyl-8-fluoro-2-methylphenantbridin-5(6//)-yl)sulfbnyl]phenol; 

aa) 4-[(6-ethyl-8-fluoro-2-thienO-ylphenanthridin-5(6H)-yl)sulfonyl]phenol; 

aaa) 4-[(6-ethyl-8-fluorophenanthridin-5(6//)-yl)sulfonyl]phenyl 3,3- 
dimethylbutanoate; 

Page 6 of 32 



DOCKET NO.: AM10O978/WYNC-O774 PATENT 

Application No.: 10/718,461 

Office Action Dated: August 13, 2004 

bbb) 4-[(6-ethyi-8-fluorophenanthridin-5(6if)-yl)sulfonyl]phenyl propionate; 

eee) 4-[(6-ethyl-8-fluorophenant^ 

ddd) 2-fluoro-4-[(6-methylphen^ 

eee) 4-[(2-bromo^-methylphenanthridin-5(6i^ 

iff) 4-[(6-methylphenanthridin-5(6i^-yl^ 

§gg) 2,6«dimethyM-[(6-methylphenanthrid^ 

hhh) 44(6,8-dimethylphenmthridin-5(6/0-yl)sulfonyl]phenol; 

m) 4-[(8-chloro-6-methylphenanthridin-5(6i^yl)sulfonyl]phenol; 

j#) 44(2-bromo-8-chloro-6-methylphenantl^^ 

kkk) 2-{6^thyl-5-[(4-hydroxyphenyl)suifonyl]-5,6-dihydrophenanthri 

HI) 4- {[6^thyl-2-[4^methylthio)phenyl]phen^ 

mmm) 4- {[6^thyl-24(£)-2-phenylethenyH 

mm) 4- {[2-( 1 , 1 -biphenyl^yl)-6^thylphenant^ 

eee) 4* {[2-(3^Worophenyl)^-ethylphenanthridin-5(6if)-ylJsulfonyl } phenol; 
ppp) 4^[(6«ethyl-2^uinolin-8-ylpbenanthridin-5(6//)-yl)sulfonyl]phenol; 
€fqq) 4-[(6-ethyl-2-phenylphenanthridin-5(6//)-yl)sulfonyl]phenol; 
fH) 4-{[6-ethyl-2-(2-methylphenyl)phenanthridin-5(6//)-yl]sulfonyl> 
sss) 4-[(6-ethyl-2-thianthren- 1 -ylphenanthridin-SCe/O-yOsulfonyllphenol; 

ttt) 4-{[2-(l-benzofuran-2-yl)-6-ethylphenart^ 
«tm) 4-{[6-ethyl-2-(44iydroxyphenyl)phenant^ 

v¥¥) 4- {[2-(2-chlorophenyl)-6-ethylphenanthridin-5(6/i)-yl]sulfonyl} phenol; 
www) 4-{[6-ethyl-2-(4-ethylphenyl)phenanthridin-5(6//)-yl]sulfonyl}phenol; 
*#x) 1 -(5- {6-ethyl-5-[(4-hydroxyphenyl)sulfonyl]-5,6-dihydrophenanthridin-2- 

yl}thien-2-yl)ethanone; 
yyy) 5-{6-ethyl-5-[(4-hydroxyphenyl)sulfonyl]-5,6-dihydrophenanthridin-2- 

yl}pyrimidine-2,4-diol; 
azz) 4- {[6-ethyl-2-(2-hydroxyphenyl)phenanthridin-5(6W) : yl]sulfony 1} -2- 

methylphenol; 
aaaa) 4-[(6-ethyl-2-thien-3-ylphenanthrid^ 

febbb) 4- {[6-ethyl-2-[4-(methylthio^ ' 2 " 
methylphenol; 
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eeee) 4- {[6-ethyl-2-[(£)-2-phenyte^ -2- 
methylphenol; 

4-{6-ethyl-5-[(44iydroxy~3-methylpheny 

yl} benzene- 1 ,2-diol; 
eeee) 4- {[2-(l J'-biphenyM-yO-e-ethylphenanth^ 

methylphenol; 
fig) 4-{[6-ethyl-2-(3-hydroxyphenyl)phenantta 

methylphenol; 
gggg) 4-{[2-(3-chlorophenyl)-6-ethylphenant^ 

hhhh) 4- {[6-ethyl-2-[(£)-hept- 1 -enyl]phenanthridin-5(6//)-yl]sulfonyl} -2-methylphenol; 

4-[(6-ethyl-2-pyridin-4-ylphenanthri^^ 
jjjj) 4-[(6-ethyl-2-quinolin-8-ylphenantIu^ 

kkkk) 4- {[6-ethyI-2-(2-methylphenyl)phenanthridin-5(6//)*yl]sulfonyl} -2-methylphenol; 
UH) 4- { [2-( 1 -benzothien-2-yl)-6-ethylphenanthridin-5(6//)-yl]sul fonyl } -2- 
methylphenol; 

mmmm) 4- {[2-(l-benzothien-3-yl)-6-ethylphenanthridin-5(6H)-yl]sulfonyl} -2- 

methylphenol; 
aaftft) 4-[(2-dibenzo[6,<flfuran-4-yl-6-e%^ 

methylphenol; 

eeee) 4- {[2-(l -benzofuxan-2-yl)-6-ethylphenanthridm-5(6//)-yl]sulfonyl} -2- 
methylphenol; 

pppp) 4-{[6-ethyl-2-(4-hydroxyphenyl)phenanthridin-5(6^0-yl]sulfonyl}-2- 
methylphenol; 

<H<ft) 4- {[2-(2-chlorophenyl)-6-ethylphenanthridin-5(6/0-yl]sulfony0 -2-methylphenol; 
*jh} 4- {[6-ethyl-2-(4-ethylphenyl)phenanthridtn-5(6/0-yl]sulfonyl} -2-methylphenol; 
ssss) l-(5-{6-ethyl-5-[(4-hydroxy-3-methylphenyl)sulfonyl]-5,6-dihydrophenant^ 

2-yl } thien-2-yl)ethanone; 
m) 5-{6-ethyl-5-[(4-hydroxy-3-methylpte 

yl}pyrimidine-2,4-diol ? ; 

4-{r(6Jn-3.8-difluoro-6-methvlphen^ 

4-(rr65V3.8-difluoro-6-m^^ 
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3- ([f6/?V3.8-difluoro-6-me^^ 
34[(6iSV3.8-diflttoro-6-methv^ 

4- ( U6R V3 .8>difluoro-6-methvlphenanthridin-5f 6//Vvnsulfon vUbenzen e- 1 .3-diol; 
44f3-fluoro-6-methvlphenanthri^^ 

3-[f3-fluoro-6>methvlDhenanthridin-5(6^ vnsulfonvnphenot; 
3-frf6^V3-fluoro-6-methvlphenanthridin-Sf 6fll-vl1sulfonvl}phenoI; 

3- frr6^-3-fluoro-6-methvlphenanthri^^ 

4- r3-fluoro-6-methvlphenanthridm^^ 
4-ffr6jft-3-fluora-6-methvlphenant^ 
4-(r(6SV3-fluoro-6-methvlph^ 
4-f(2-fluoro^methvlphenanthridi^ 
3-fr2-fliK)ro-6-methvlphenanth rid 
44r3.9-difluoro-6-methvlphenanthrid^ 

3- rr3.9-difluoro-6-methvlphenanthridm^^ 

4- ff2.9-difluoro-6-methvlphena^^ 
34r2.9-difluoro-6~mefrvlphenanthrid^^ 
34G^hloro-6-methvlphenanthridin-5te^ 
3-{ff6/0O-chloro-6-methvlphenantta^ 

3- ^6/n-3-chloro-6-methvlph enant^^ 

4^n-chloro-6-methvlphe^ 

4- (rf6/?V3-chloro-6-methvlphenant^^ 

4- (rf6^3-chloro-6-methvlphenantbridin-5f 6//)-vl1sulfonvUphenol; 
4-(ff6ff>-3-cMoro-6-methvlphenant^^ 

4- (f f 6,SV3-chloro-6-methvlphe^ 1 ,3- d i ol; 

44f(6ff-8-fluoro-6-methvlphenantl^^ 
44f6-ethvl-8-fluoro-2-PATidinO-vtoh^ 
or a pharmaceutical^ acceptable salt thereof 

9. (original) A pharmaceutical composition, which comprises a compound of formulae 
(I) or (II) having the structure 
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PATENT 




(I) 



wherein 

Rb R2, R3> R4, R7, Rs, R9, Rio, Rii, Rn> Ru, and R, 5 are each, independently, hydrogen, R I7 , 
monofluoroalkyl, monofluoroalkenyl, aryl-Ri 6 -, heten>aryl-Ri 6 -, hydroxyalkyl, 
HO-Rj6~, Rn-X-Ri6-, HS-Ri6-, R17- S(0)-, Ri7-S(0)2-, R 17 -S0 3 -, R, 7 -S(0) 2 NR-, 
-N(R) 2) -m-C(NH 2 )=NR, cyano, nitro, halogen, -OR, -SR, -S0 3 R, -S(0) 2 N(R) 2 , 
~C(0)R, -C(R)=N-OR, -C(NH 2 )=NR, -C0 2 R, -OC(0)R, or -C(0)N(R) 2 ; or are taken 
together with either R p+ i or linked with an -alkylene-, or -X-alkylene- group; 

R 5 is hydrogen, Rn> monofluoroalkyl, monofluoroalkenyl, aryl-Ri 6 -, heteroaryl-Ri6-, 
hydroxyalkyl, HO-Ri 6 -, R| 7 -X-R l6 -, HS-R 16 -, -CR(0), -C0 2 R, or -C(0)N(R) 2 ; or R 5 
may be taken together with either R* or R 7 and linked with an -alkylene- or 
-X-alkylene- group; 

R$ is hydrogen, Rn, monofluoroalkyl, monofluoroalkenyl, aryl-R|$-, heteroaryl-Ri6-, 
hydroxyalkyl, HO-Ri 6 -, R n -X-R l6 -, HS-R16-, -CR(0), -C0 2 R, or -C(0)N(R) 2 ; or R 6 
may be taken together with either R5 or R 7 and linked with an -alkylene- or 
-X-alkylene- group; 

R ]3 is R, R l7 -X-R, 6 - 5 Rj 7 -S(0)-, Ri 7 -S(0) r , -S0 3 R, -S(0) 2 N(R) 2 , or D-glucuronidate; 
Ri6 is -alkylene-, -cycloalkylene-, -alkylene-X-alkylene-, -alkylene-X-cycloalkylene-, 
-cycloalkylene-X-alkylene-, or -cycloalkylene-X-cycloalkylene-; 
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R !7 is alkyl, aryl, heteroaryl, cycloalkyl, alkenyl, cycloalkenyl, alkynyi, alkenyl-X-alkylene-, 
cycloalkenyl-X-alkylene-, or perfluoroalkyl; 

R is, independently, hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, 
monofluoroalkyl, perfluoroalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, 
hydroxy-(C 2 -C 6 )alkyl, alkoxyalkyl, alkylthioalkyl, formyl, acyl, alkoxycarbonyl, 
-C(0)NH 2 , alkylaminocarbonyl, dialkylaminocarbonyl, alkylaminoalkyl, or 
dialkylaminoalkyl; or when an atom contains two R groups, the R groups may be 
taken together linked with an -alkylene- group; 

X is O, -NR-, -S(0) m -, -C(O)-, -OC(O)-, -C(O)0-, -NRC(OK or -C(0)NR-; 

misO, l,or2, 

pis 2, 3, 6, 7, 8, 9, 12, 13, or 14; 

R21, R22> R23, R24, R27, R28> R29> R30, R3i, R33, R34> and R35 are, independently, hydrogen, R 17 ; 
monofluoroalkyl, monofluoroalkenyl, aryl-R 16 -, heteroaryl-R 16 -, hydroxyalkyl, 
HO-R, 6 -, Rn-Y-R, 6 -, HS-R, 6 -, Rn-S(O)-, R n -S(0) 2 -, R17-SO3-, Ri 7 -S(0) 2 NR-, 
-N(R) 2 , -NR-C(NH 2 )=NR, cyano, nitro, halogen, -OR, -SR, -SO3R, -S(0) 2 N(R) 2 , 
-C(0)R, -C(R)=N-OR, -C(NH 2 )=NR, -C0 2 R, -OC(0)R, or -C(0)N(R) 2 ; or are taken 
together with either or R^i linked with an -alkylene-, or -Y-alkylene- group; 

R 2 5 is hydrogen, R n , monofluoroalkyl, monofluoroalkenyl, aryl-R 16 «, heteroaryl-Ri 6 -, 
hydroxyalkyl, HO-R16-, Rn-Y-R, 6 -, HS-Ri 6 -, -CR(0), -C0 2 R, or -C(0)N(R) 2 ; or R 25 
may be taken together with either R 26 or R 27 and linked with an -alkylene- or 
-Y-alkylene- group; 

R26 is hydrogen, R ]7 , monofluoroalkyl, monofluoroalkenyl, aryl-Ri 6 -, heteroaryl-Ri 6 -, 
hydroxyalkyl, HO-R 16 -, R 17 -Y-R, 6 -, HS-R, 6 ~, -CR(O), -CC^R, or -C(0)N(R)2; or R 26 
may be taken together with either R 25 or R 27 and linked with an -alkylene- or 
-Y-alkylene- group; 

R32 is R, R I7 -Y-R 16 -, Ri 7 -S(0)-, R| 7 -S(0) 2 -, -SO3R, -S(0) 2 N(R) 2 , or D-glucuronidate; 
Y is O, -NR-, -S(0) n -, -C(0)-, -OC(O)-, -C(0)0, -NRC(O)-, or -C(0)NR- ; 
nis 0, l,or2; 

q is 22, 23, 26, 27, 28, 29, 32, 33, or 34; 

or a pharmaceutical^ acceptable salt thereof, and a pharmaceutical^ acceptable carrier. 
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1 0. (currently amended) A method of treating or inhibiting chronic inflammatory disease 
in a mammal in need thereof, which comprises administering to said mammal an effective 
amount of a compound of claim i. 

1 1 . (currently amended) A method of treating or inhibiting rheumatoid arthritis, 
spondyloarthropathies, osteoarthritis, psoriatic arthritis, or juvenile arthritis in a mammal in 
need thereof, which comprises administering to said mammal an effective amount of a 
compound of claim 1. 

12. (currently amended) A method of treating or inhibiting inflammatory bowel disease, 
Crohn's disease, ulcerative colitis, or indeterminate colitis in a mammal in need thereof, 
which comprises administering to said mammal an effective amount of a compound of claim 
i. 

13. (currently amended) A method of treating or inhibiting psoriasis in a mammal in need 
thereof, which comprises administering to said mammal an effective amount of a compound 
of claim 1. 

14. (currently amended) A method of treating or inhibiting asthma or chronic obstructive 
pulmonary disease in a mammal in need thereof, which comprises administering to said 
mammal an effective amount of a compound of claim 1 . 

15. (currently amended) A method of treating or inhibiting stroke, ischemia, or 
reperfusion injury in a mammal in need thereof, which comprises administering to said 
mammal an effective amount of a compound of claim 1 . 

16. (currently amended) A method of lowering cholesterol, triglycerides, Lp(a), and LDL 

levels; inhibiting or treating hypercholesteremia, hyperlipidemia, cardiovascular disease, 

atherosclerosis, acute coronary syndrome, peripheral vascular disease, restenosis, or 

vasospasm in a mammal in need thereof, which comprises administering to said mammal an 

effective amount of a compound of claim 1. 
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17. (currently amended) A method of treating or inhibiting A lzheimer's disease, cognitive 
decline, or senile dementia in a mammal in need thereof, which comprises administering to 
said mammal an effective amount of a compound of claim 1. 

1 8. (currently amended) A method of treating or inhibiting type II diabetes in a mammal 
in need thereof, which comprises administering to said mammal an effective amount of a 
compound of claim 1. 

1 9. (currently amended) A method of treating or inhibiting sepsis in a mammal in need 
thereof, which comprises administering to said mammal an effective amount of a compound 
of claim 1. 

20. (new) The compound according to claim 2, wherein R 13 is -S(0)2NH2> or a 
pharmaceutical^ acceptable salt thereof. 

21 . (new) The compound according to claim 5, wherein R32 is -S(0)2NH2, or a 
pharmaceutical^ acceptable salt thereof. 

22. (new) A process comprising providing a sulfonamide of formula 37: 




wherein 

Ri, R2, R.3, R4, R7, R«, R9, Rio, Rn, R12, Ru, and R15 are each, independently, hydrogen, R17, 

monofluoroalkyl, monofluoroalkenyl. aryl-R, 6 -, heteroaryl-Ri 6 -, hydroxyalkyl, 
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HO-R16-, R,7-X-R, 6 -> HS-R 16 -, Ri 7 -S(OK Ri?-S(0) 2 -, Ri 7 -S0 3 -, Ri 7 -S(0) 2 NR-, 
-N(R) 2 , -NR-C(NH 2 )=NR, cyano, nitro, halogen, -OR, -SR, -SO3R -S(0) 2 N(R) 2 , 
-C(0)R, -C(R)=N-OR, -C(NH 2 )=NR, -C0 2 R, -OC(0)R, or -C(0)N(R) 2 ; or are taken 
together with either Rp+\ or Rp_i linked with an -alkylene-, or -X-alkylene- group; 
R5 is hydrogen, R17, monofluoroalkyl, monofluoroalkenyl, aryl-R I6 -, heteroaryl-R^-, 
hydroxyalkyl, HO-Ri 6 -, Rn-X-R*-, HS-R, 6 -, -CR(0), -C0 2 R, or -C(0)N(R) 2 ; or R 5 
may be taken together with either or R 7 and linked with an -alkylene- or 
-X-alkylene- group; 

R« is hydrogen, Rj 7 , monofluoroalkyl, monofluoroalkenyl, aryi-Ri 6 -, heteroaryl-Ri6-, 
hydroxyalkyl, HO-R, 6 -> Ri 7 -X-R 16 -, HS-R I6 -, -CR(0), -C0 2 R, or -C(0)N(R) 2 ; or R^ 
may be taken together with either R 5 or R 7 and linked with an -alkylene- or 
-X-alkylene- group; 

R13 isR, R t7 -X-R,6-, Rn-S(O)-, Ri 7 -S(0) 2 -, -S0 3 R, -S(0) 2 N(R) 2 , or D-glucuronidate; 

Ri$ is -alkylene-, -cycloalkylene-, -alkylene-X-alkylene-, -alkylene-X-cycloalkylene-, 
-cycloalkylene-X-alkylene-, or -cycloalkylene-X-cycloalkylene-; 

R !7 is alkyl, aryl, heteroaryl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, alkenyl-X-alkylerie-, 
cycloalkenyl-X-alkylene-, or perfluoroalkyl; 

R is, independently, hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, 
monofluoroalkyl, perfluoroalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, 
hydroxy-(C 2 -C6>alkyl, alkoxyalkyl, alkylthioalkyl, formyl, acyl, alkoxycarbonyl, 
-C(0)NH 2 , alkylaminocarbonyl, dialkylaminocarbonyl, alkylaminoalkyl, or 
dialkylaminoalkyl; or when an atom contains two R groups, the R groups may be 
taken together linked with an -alkylene- group; 

X is O, -NR-, -S(0) m -, -C(O)-, -OC(O)-, -C(0)0, -NRC(O)-, or -C(0)NR-; 

mis 0, l,or2; and 

p is 2, 3, 6, 7, 8, 9, 12, 13, or 14; and 

treating the sulfonamide of formula 37 with potassium carbonate to produce a 

phenanthridine of formula I: 
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23. (new) The process of claim 22 further comprising providing the S enantiorner of the 
biphenylamine of formula 36: 




wherein 

L is fluorine or chlorine; and 

reacting the S enantiorner of the biphenylamine of formula 36 with a compound of 

formula 3 or an anhydride: 

Ri 4 yiy S02CI 



R,2 
(3) 

to produce a sulfonamide of formula 37. 
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24. (new) The process of claim 23 further comprising providing a biphenylamine of 
formula 36: 




(3«> ; and 

separating the biphenylamine of formula 36 into its respective enantiomers. 
25. (new) The process of claim 24 further comprising providing a compound of formula 




R 4 (35) 

reacting the compound of formula 35 with an ammonium source optionally in the 
presence of an acid catalyst to produce an intermediate imine; and 

reducing the intermediate imine with a hydride source to produce a biphenylamine of 
formula 36. 

26. (new) The process of claim 25 further comprising providing a compound of formula 
33: 
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Si. 9 




(33) 



wherein 

R 36 and R 37 are, independently, hydrogen or (G-C 4 ) lower straight chain or (C3-C 6 ) branched 
chain alkyl, or R 36 and R 37 are taken together to form a pinacol moiety; and 
reacting the compound of formula 33 in the presence of a coupling catalyst with a 

compound of formula 34: 




(34) 



wherein 



W is a chlorine, bromine, or iodine atom, or a triflate (-OSO2CF3) moiety; 
to produce a compound of formula 35. 



27. (new) A process for preparing a compound of formula I: 
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0=S=0 



R 13 
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wherein 

Ri, R2, R3, R4» R7» R«> R9, RiOi Rn, R12, Rh, and R J5 are each, independently, hydrogen, R n , 
monofluoroalkyl, monofluoroalkenyl, aryl-R]6-, heteroaryl-Ri6~, hydroxyalkyl, 
HO-R, 6 -, R17-X-R16-, HS-Ri 6 -, Ri7-S(0)-, R 17 -S(0) 2 -, R17-SO3-, R, 7 -S(0) 2 NR-, 
-N(R) 2 , -NR-C(NH 2 )=NR, cyano, nitro, halogen, -OR, -SR, -SO3R, -S(0) 2 N(R) 2 , 
-C(0)R, -C(R)=N-OR, -C(NH 2 )=NR, -C0 2 R, -OC(0)R, or -C(0)N(R)2; or are taken 
together with either R^j or R p . t linked with an -alkylene-, or -X-alkylene- group; 

R5 is hydrogen, R n , monofluoroalkyl, monofluoroalkenyl, aryl-R l6 -, heteroaryl-R 16 -, 
hydroxyalkyl, HO-R I6 -, R 17 -X-R l<r , HS-R, 6 -> -CR(0), -C0 2 R, or -C(0)N(R) 2 ; or R 5 

may be taken together with either R$ or R 7 and linked with an -alkylene- or 
-X-alkylene~ group; 

R6 is hydrogen, R n , monofluoroalkyl, monofluoroalkenyl, aryl-Ri 6 -, heteroaryl-Ri 6 -, 
hydroxyalkyl, HO-R 16 -, R n -X-R 16 -, HS-Rj 6 -, -CR(O), -C0 2 R, or -C(0)N(R) 2 ; or R 6 
may be taken together with either R 5 or R 7 and linked with an -alkylene- or 
-X-alkylene- group; 

Rn is R, R !7 -X-R l6 -, R 17 -S(0>, R, 7 -S(0) 2 -, -SO3R, -S(0) 2 N(R) 2 , or D-glucuronidate; 
Ri6 is -alkylene-, -cycloalkylene-, -alkylene-X-alkylene-, -alkylene-X-cycloalkylene-, 
-cycloalkylene-X-alkylene-, or -cycloalkylene-X-cycloalkylene-; 
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Rn is alkyl, aryl, heteroaryU cycloalkyl, alkenyl, cycloalkenyl, alkynyl, alkenyl-X-alkylene-, 
cycloalkenyl-X-alkylene-, or perfluoroalkyl; 

R is, independently, hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, 
monofluoroalkyl, perfluoroalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, 
hydroxy-(C 2 -C 6 )alkyl, alkoxyalkyl, alkylthioalkyl, formyl, acyl, alkoxycarbonyl, 
-C(0)NH2, alkylaminocarbonyl, dialkylaminocarbonyl, alkylaminoalkyl, or 
dialkylaminoalkyl; or when an atom contains two R groups, the R groups may be 
taken together linked with an -alkylene- group; 

X is O, -NR-, -S(0) m -, -C(0)-, -OC(O)-, -C(0)0-, -NRC(O)-, or -C(0)NR-; 

mis 0, l,or2; and 

pis 2, 3, 6, 7, 8, 9, 12, 13, or 14; 

comprising 

• reacting a compound of formula 33: 




R 4 
(33) 

wherein 

L is fluorine or chlorine; and 

R 3 6 and R37 are, independently, hydrogen or (Q-C4) lower straight chain or (C3-C6) branched 
chain alkyl, or R 3 <> and R 37 are taken together to form a pinacol moiety; 

in the presence of a coupling catalyst with a compound of formula 34: 
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wherein 

W is a chlorine, bromine, or iodine atom, or a triflate (-OSO2CF3) moiety; 
to produce a compound of formula 35: 




R 4 (35) 

> 

• reacting the compound of formula 35 with an ammonium source optionally in the 
presence of an acid catalyst to produce an intermediate imine; 



• reducing the intermediate imine with a hydride source to produce a biphenylamine of 
formula 36: 
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• separating the biphenylamine of formula 36 into its respective enantiomers; 

• reacting the S enantiomer of the biphenylamine of formula 36 with a compound of 
formula 3 or an anhydride: 




• treating the sulfonamide of formula 37 with potassium carbonate to produce a 
phenanthridine of formula I: 



Page 21 of 32 



DOCKET NO.: AM 1 00978/WYNC-O774 

Application No.: 10/718,461 

Office Action Dated: August 13, 2004 



PATENT 




(i) 



28 . (new) A process comprising providing a sulfonamide of formula 37a: 

R29 




, R 26 

^25 
R 2 4 HN \ ,p 

< 37a > Ras^C/^ 0 ' 

R34 R 33 



R32 



wherein 

R21, R22, R23, R24, R27. R28. R29, R30, R31, R33, Rm, and R35 are, independently, hydrogen, R, 7 , 
monofluoroalkyl, monofluoroalkenyl, aryl-R^-, heteroaryl-Ri 6 -, hydroxyalkyl, 
HO-R, 6 -, Rn-Y-Rifi-, HS-R, 6 -, Rn-S(OK Ri7-S(0) 2 -, Ri 7 -S0 3 -, R 17 -S(0) 2 NR-, 
-N(R) 2 , -NR-C(NH 2 )=NR, cyano, nitro, halogen, -OR, -SR -SO3R -S(0) 2 N(R) 2 , 
-C(0)R, -CCR^N-OR, -C(NH 2 )=NR, -C0 2 R, -0C(O)R or -C(0)N(R) 2 ; or are taken 
together with either Rq+i or R,.i linked with an -alkylene-, or -Y-alkylene- group; 

R 25 is hydrogen, R, 7 , monofluoroalkyl, monofluoroalkenyl, aryl-R !6 -, heteroaryl-R, 6 -, 
hydroxyalkyl, HO-R, 6 -, R| 7 -Y-R, 6 -, HS-R I6 -, -CR(0), -C0 2 R, or -C(0)N(R) 2 ; or R 25 
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may be taken together with either R 26 or R 27 and linked with an -alkylene- or 
-Y-alkylene- group; 

R26 is hydrogen, Rn, monofluoroalkyl, monofluoroalkenyl, aryl-R^-, heteroaryl -R 16 -, 
hydroxyalkyl, HO-R !6 -, Ri 7 -Y-R l6 -, HS-R i6 -, -CR(0), -C0 2 R, or -C(0)N(R) 2 ; or R 26 
may be taken together with either R 25 or R 27 and linked with an -alkylene- or 
-Y-alkylene- group; 

R32 is R, R n -Y-R 16 -, R^SCO)-, R, 7 -S(0) 2 -, -SO3R, -S(0)2N(R) 2 , or D-glucuronidate; 

Ri6 is -alkylene-, -cycloalkylene-, -alkylene-X-alkylene-, -alkylene-X-cycloalkylene-, 
-cycloalkylene-X-alkylene-, or -cycloalkylene-X-cycloalkylene-; 

Ri7 is alkyl, aryl, heteroaryl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, alkenyl-X-alkylene-, 
cycloalkenyl-X-alkylene-, or perfluoroalkyl; 

R is, independently, hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, 
monofluoroalkyl, perfluoroalkyl, aryi, arylalkyl, heteroaryl, heteroarylalkyl, 
hydroxy-(C 2 -Q)alkyl, alkoxyalkyl, alkylthioalkyl, fonnyl, acyl, alkoxycarbonyl, 
-C(0)NH 2 , alkylaminocarbonyl, dialkylaminocarbonyl, alkylaminoalkyl, or 
dialkylaminoalkyl; or when an atom contains two R groups, the R groups may be 
taken together linked with an -alkylene- group; 

Y is O, -NR-, -S(0) n -, -C(0>, -OC(O)-, -C(0)0-, -NRC(O)-, or -C(0)NR-; 

n is 0, I, or 2; and 

q is 22, 23, 26, 27, 28, 29, 32, 33, or 34; and 

treating the sulfonamide of formula 37a with potassium carbonate to produce a 
phenanthridine of formula II: 
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29. (new) The process of claim 28 further comprising providing the S enantiomer of the 
biphenylamine of formula 36a; 




wherein 

L is fluorine or chlorine; and 

reacting the S enantiomer of the biphenylamine of formula 36a with a compound of 
formula 32 or an anhydride: 




to produce a sulfonamide of formula 37a. 
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30. (new) The process of claim 29 further comprising providing a biphenylamine of 
formula 36a: 

f?29 




(36a) ;a nd 

separating the biphenylamine of formula 36a into its respective enantiomers. 



3 1 . (new) The process of claim 30 further comprising providing a compound of formula 
35a: 

R 29 

R 30\^^\/ R 28 
" R 27 




I R 26 

R 24 (35a) ; 

reacting the compound of formula 35a with an ammonium source optionally in the 
presence of an acid catalyst to produce an intermediate imine; and 

reducing the intermediate imine with a hydride source to produce a biphenylamine of 
formula 36. 



32. (new) The process of claim 31 further comprising providing a compound of formula 

33a: 

7 21 Y 

R 22- 




(33a) 
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wherein 

R 36 and R 37 are, independently, hydrogen or (C r C 4 ) lower straight chain or (C 3 -C 6 ) branched 
chain alkyl, or R 36 and R 37 are taken together to form a pinacol moiety; and 
reacting the compound of formula 33a in the presence of a coupling catalyst with a 

compound of formula 34a: 




*6 



*8 



*7 



(34a) 



wherein 

W is a chlorine, bromine, or iodine atom, or a triflate (-OS0 2 CF 3 ) moiety; 
to produce a compound of formula 35. 



33. (new) A process for preparing a compound of formula II: 




0=S=0 




R 33 



(») 



wherein 
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R21, R22, R23, Rm, R27, R28, R29, R30, R31, R33, R34, and R35 are, independently, hydrogen, Ri 7( 
monofluoroalkyl, monofluoroalkenyl, aryl-R| 6 -, heteroaryl-Rj6-, hydroxyalkyl, 
HO-R 16 -, Rn-Y-R l6 -, HS-R, 6 -, Ri 7 -S(0)-, Rn-S(0) 2 -, R17-SO3-, R n -S(0) 2 NR-, 
-N(R) 2 , -NR-C(NH 2 )=NR, cyano, nitro, halogen, -OR, -SR, -SO3R, -S(0) 2 N(R)2, 
-C(0)R, -C(R)=N-OR, -C(NH 2 )=NR, -C0 2 R, -OC(0)R, or -C(0)N(R) 2 ; or are taken 
together with either Rq+i or B^.\ linked with an -alkylene-, or -Y-alkylene- group; 

R25 is hydrogen, Rn» monofluoroalkyl, monofluoroalkenyl, aryl-R^-, heteroaryl-Ri 6 -, 
hydroxyalkyl, HO-R 16 -, R, 7 -Y-R 16 -, HS-R I6 -, -CR(O), -C0 2 R, or -C(0)N(R) 2 ; or R25 
may be taken together with either R 2 6 or R 27 and linked with an -alkylene- or 
-Y-alkylene- group; 

R26 is hydrogen, R n , monofluoroalkyl, monofluoroalkenyl, aryl-R 16 -, heteroaryl-R I6 -, 
hydroxyalkyl, HO-R t <>-, R l7 -Y-Ri 6 -, HS-R 16 -, -CR(0), -CO2R, or -C(0)N(R) 2 ; or R 26 
may be taken together with either R25 or R 27 and linked with an -alkylene- or 
-Y-alkylene- group; 

R 32 is R, R n -Y-R l6 -, R !7 -S(0>, R, 7 -S(0) 2 -, -SO3R, -S(0) 2 N(R) 2 , or D-glucuronidate; 

Ri6 is -alkylene-, -cycloalkylene-, -alkylene-X-alkylene-, -alkylene-X-cycloalkylene-, 
-cycloalkylene-X-alkylene-, or -cycloalkylene-X-cycloalkylene-; 

Rn is alkyl, aryl, heteroaryl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, alkenyl-X-alkylene-, 
cycloalkenyl-X-alkylene-, or pcrfluoroalkyl; 

R is, independently, hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, 
monofluoroalkyl, perfluoroalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, 
hydroxy-(C 2 -C 6 )alkyl, alkoxyalkyl, alkylthioalkyl, fbimyl, acyl, alkoxycarbonyl, 
-C(0)NH 2 , alkylaminocarbonyl, dialkylaminocarbonyl, alkylaminoalkyl, or 
dialkylaminoalkyl; or when an atom contains two R groups, the R groups may be 
taken together linked with an -alkylene- group; 

Y is O, -NR-, -S(0)„-, -C(O)-, -OC(0)-, -C(0)0-, -NRC(0)-, or -C(0)NR-; 

nis 0, l,or2; 

q is 22, 23, 26, 27, 28, 29, 32, 33, or 34; 
comprising 

• reacting a compound of formula 33a: 
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R 24 

(33a) 

wherein 

L is fluorine or chlorine; and 

R36 and R37 are, independently, hydrogen or (C1-C4) lower straight chain or (C 3 -C 6 ) branched 
chain alkyl, or R 36 and R37 are taken together to form a pinacol moiety; 

in the presence of a coupling catalyst with a compound of formula 34a: 




(34a) 

wherein 

W is a chlorine, bromine, or iodine atom, or a triflate (-OSO2CF3) moiety; 
to produce a compound of formula 35a: 
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• reacting the compound of formula 35a with an ammonium source optionally in the 
presence of an acid catalyst to produce an intermediate imine; 

• reducing the intermediate imine with a hydride source to produce a biphenylamine of 
formula 36a: 




• separating the biphenyl amine of formula 36a into its respective enantiomers; 

• reacting the S enantiomer of the biphenylamine of formula 36a with a compound of 
formula 32 or an anhydride: 




(32) 
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to produce a sulfonamide of formula 37a: 




R 25 



R 32 



< 37a > R 35 -^_^o^ 

R 34 R 33 ;and 



• treating the sulfonamide of formula 37a with potassium carbonate to produce a 
phenanthridine of formula II: 




(») 
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